


ANDA 87-165/S-001

G & W Laboratories, Inc.
Attention: Carol Frankel
111 Coolidge Street
South Plainfield, New Jersey 07080

\

Dear Madam:

Reference is made to your supplemental new drug application
dated February 20, 1991, submitted pursuant to Section 314.70
of the Regulations, regarding your abbreviated new drug
application for PROMETHEAN (Promethazine Hydrochloride
Suppositories USP~ 50 mg.

Reference is also made to your communication dated July 5,
1991, amending this supplement.

The supplemental application provides for revised carton
labeling (12s) to include a new proprietary name
(PROMETHEAN).

We have completed the review of this supplemental application
and it is approved. Our letter of August 14, 1987, detailed
the conditions relating to the approval of this abbreviated
application.

The material submitted is being retained in our files.

S“ cerely ours,

&$
L SW fk4 .

Roger L. “ liamst M.D.
Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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Roger L. Williams, M.D., Director
Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Reference: ANDA 87-165/s-001
Promethazine HC1 Suppositories, 50 mg

Dear Dr. Williams:

Reference is made to your letter dated May 28, 1991 responsive to our
supplement dated April 25, 1991.

As per our commitment, submitted herewith are twelve (12) copies of
printed cartons for the 12 package size which we believe satisfies
the points you have raised.

b

Thank you for your kind cooperation with respect to this matter.

.

Carol Frankel
Consultant in Regulatory Affairs
333 East 57 Street
New York, New York 10022
(212) 755-2339

rj(j~’ 101991
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ANDA 87-165/S-001

G & W Laboratories, Inc.
Attention: Carol Frankel
111 Coolidge Street
South Plainfield, NJ 07080

Dear Madam:

Reference is made to your supplemental new drug application
dated February 20, 1991, submitted pursuant to Section 314.70
of the Regulations, regarding your abbreviated new drug
application for Promethazine
50 mg.

The supplemental application
labeling (12CS) to include a
(PROMETHEAN).

The supplemental application
approvable under Section 505
reasons:

Hydrochloride Suppositories,-

provides for revised carton
new proprietary name

is deficient and therefore not
of the Act for the following

1. The dosage form should be part of the established name.
In addition, include USP as follows:

Promethazine Hydrochloride
Suppositories USP .

50 mg.

2. In the spirit of 21 CFR 201.56(b) labeling shall not be
promotional in tone. In this regard, delete the
following:

3. “FOR

“Established since 1919, G & W Laboratories is one
of the largest manufacturers of quality
suppositories in the United States. We take
special care to ensure that all products are of the
finest quality you can buyl~.

RECTAL ADMINISTRATIONCt should be made more
prominent.

4. You have not submitted carton labeling for your 25
package size. Please comment.

The file is now closed. You are required to take an action
described under 21 CFR 314.120 which will either amend or



/..

f withdraw the
disagreement
application,

application, or if you have substantial
with our reasons for not approving this
you may request an opportunity for a hearing.

SincerelyJ yo~rs,

+’!$?7$J-L-+.
Roger L.

3-27- ‘j)
illiams, M.D.

Director
Office of Generic Drugs
Center for Drug Evaluation and Research

cc:
HFD-600
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ABORATORIES, INC. 111 Coolidge Street, South Plainfield, New Jersey 07080 201-753-2000 FAX 201-753-9264

.

February 20, 1991

Dr. Roger Williams, Director
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs @ ~[$~

Metro Park North II 92A F@ ,L
...*

.<-: <<“...“,.. .“‘“ .,,..
7500 Standish Place

“+,“

Rockville, Md.
N2Pl$l@w@$ ● “” ~ -’.-%!,” %..-..

20855
/?...*.:
‘A..=-,*---

-“;/f{(
Reference:ANDA 87-165 ..

Promethazine HC1 Suppositories
50 mg.

Dear Dr. Williams:

Reference is made to your letter dated December 3, 1990
responsive to our periodic report dated September 14, 1990 and
a telephone conversation between Mr. Jerry Philips of the Agency
and Ms. Carol Frankel representing G & W Laboratories, Inc. on
February 7, 1991. The following are our responses to the points
raised in your letter:

I

I-Submitted herewith are twelve (12) printed copies
of the revised carton.

II-All of the corrections with respect to the package
insert will be made at the time of the neti printing
and when available twelve (12) copies will be submitted
as a supplement to this application.

With reference to your comment about USP XXII specifications,
we wish to assure you that the drug substance is tested in accord-
ance with it. The drug product is tested according to the ANDA
approved which conforms to USP XXII standards.

Thank you for including this information in the file of
,.

refq.r+nce. I

Consultant in Regulatory Affairs
333 East 57th Street
New York, N.Y. 10022
(212) 755-2339

RECEIVED
I~EB2 1 1991

GENER!CDRUGS
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ANDA 87-165/S-002

.

.

G & W Laboratories, Inc.
Attention: Carol Frankel
111 Coolidge Street
South Plainfield, NJ 07080

Dear Madam:

Reference is made to your supplemental new drug application
dated April 25, 1991, submitted pursuant to Section 314.70 of
the Regulations, regarding your abbreviated new drug
application for PROMETHEAN (Promethazine Hydrochloride -
Suppositories USP) 50 mg.

The supplemental application provides for revised carton
labeling (25s).

We have completed the review of this supplemental application
and it is approved. Our letter of August 14, 1987, detailed
the conditions relating to the approval of this abbreviated
application.

We acknowledge your commitment to submit revised carton
labeling for your package size of 12. This should be
submitted as an amendment to S-001.

The material submitted is being retained in our files.
.

Sigcerely yo~s,

Roger L. ~liams, M.D.
Director
Office of Generic Drugs
Center for Drug Evaluation and Research .

cc:
HFD-83
HFD-600/JPhillips/TPoux .
HFC-130/JAllen
np/5-13-91

(ji

~ ,1)’ UI~
87165L.S 1“’)11
APPROVAL



ANDA 87-165/S-002

G & W Laboratories, Inc.
Attention: Carol Frankel
111 Coolidge Street
South Plainfield, NJ 07080

Dear Madam:

Reference is made to your supplemental new drug application
dated April 25, 1991, submitted pursuant to Section 314.70 of
the Regulations, regarding your abbreviated new drug
application for PROMETHEAN (Promethazine Hydrochloride .
Suppositories USP) 50 mg.

The supplemental application provides for revised carton
labeling (25s).

We have completed the review of this supplemental application
and it is approved. Our letter of August 14, 1987, detailed
the conditions relating to the approval of this abbreviated
application.

We acknowledge your commitment to submit revised carton
labeling for your package size of 12. This should be
submitted as an amendment to S-001.

The material submitted is being retained in our files.

HFD-600/@’hillj
HFC-130/JAllen
np/5-13-91
87165L.S
APPROVAL

.
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Roger L.._@illiams, M.D.
Director
Office of Generic Drugs
Center for Drug Evaluation and Research

Ps/TPoux
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lABOMTORIES, INC. 111 COOlkfgeStreet, South Pfainfield, New Jeraay 07080 201-753-2000 FAX201 -7S3-9264 -**

.
April 25, 1991 ~DA ~(),

fi~A ,SUPPL~(c ;
Roger L. Williams, M.D., Director
Office of Generic Drugs “~=l!!!!$~
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857 FFt

Reference: ANDA 87-165/s-001
Promethazine HC1 Suppositories, 50 mg

Dear Dr. Williams:

Reference is made to your letter dated March 28, 1991 responsive
to our February 20, 1991 supplemental new drug application. We have -

incorporated your suggestions and new carton labelling (12’s) is being
printed and when they are available we will submit them.

/ We are enclosing twelve (12) copies of printed cartons for
the 25 package size which we believe satisfies the points you have raised.

Thank you for your kind cooperation with respect to this matter.

@;JL

Consultant in Regulatory Affairs
333 East 57 Street
New York, New York 10022
(212) 755-2339
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PROMETHAZINE HYDROCHIK)RIDE ,- -.
SUPPOSITORIES, USP .

~- ~.-j~m ““y,
,., jf.

DEscRIPTIOft Plundha2” me Hydmchiwida a @enofhw
~:k ,’:”! ,j

ins dark@ii ia daaigmad chamicafly ~ a 1~124” ~ ylam@ ~~, ~ j
phanofhiazine monc+@mchlorida with the fotbwing att’ucfural formula

-1.. ‘
.. -:--,

EadsmaalauppOaiksy asdafnasomg PmmfhaZmf@~ LfSp*-~ti@_Wina_~~ j ,-. .:-

baaa of safurafad vagataM fatty acids.

cLfNlcAL PHANACWOGM Pmmethan ‘7s is a phandhii darivatii * dfira abuciurafly fmm the anfiihc4ii phaoffsiiinas
by the pmaenca of a branched side chain and no ring Subatiiutmn.

It ia thcught that fhii configuration is mapcmsibla fos its fack (1/tO that of chlorpromazine) of dapaminergic (CNS) sction.

Pmmasfwine is an H, mce@s Mocking agant. In sddiii to its anfN@arninic @ii, it Pmvidaa cfinicafly uaduf aedafiva and anfwnatic
effac+a. In therafmutii doacgas, pmmafhazirre produces no significant effects on the catii Iar system.

Pmmafhazine is mafcbdii by the Iiir to a vadafy of fmmpounda; the sulkxii of pmmefhazina and Ndensefhylpromafhazme sre
the pradominanf malabc4ifea appearing in the urine.

INDICATIONS AND USAGE Promafhasima IS useful foc f%ennial and seasonal allergic rhksitis.

VaaOmOtOr rhinifii.

Alfergrc conpcfivitis due m inhalant allergens and foods

MM, uncomplicated allergic skin manifestations or urfiiria and angioadama.

Amdiiation of aflargic reatilons to bkmd or pfaama

Oarmogrsphkm

Anaphylactic raacfk.rsa, aa adjuncfka therapy to apinephrine and othsr standard measures, after the acute manifeafatlons have baen
contmflad.

Praoperat ive, ~oparatww. or c&fafric aadation

Prevention snd control of nausea and vomiting aaacciated with ceffain t~s of anesthesia and surgery

Thempy adlurwfiva to meparidma or other analg4ce for control of fmat-operafivs pain

Sedation m bc+h children and adults as wall aa refief of appfahansron and prcstucfton of light slaep from which the patient can ba eawly
amuaed.

Acbi and Pmphyfacfii treatment of mtiicm s!ckmsas

Antiimetii tharapy in poatqxrat ihmpatients

CONTFIAINDICATfON.S Pmmsfhazi?sa is confraindicatad in individuals known to ba hypatsmsitiva or to have had an idiosyncratic mac-
tfion to pronsathazine or to other phenofhiazines.

Atilhiatammes are cmnfraindicatad for uaa m the treatmant of lower mapiratory tract aympfoma. including asthma.

WARNINGS Prcmrefhazine may cause markad drowairwaa. Ambulatory patients should ba cautioned againaf such actwiliae as drwmg
or oparatmg dangamus machinery until it IS knc+m that thay do not bacome dmway or dizzy from pmmafhazine therapy.

Tha aadatww action of promathazina hydrochloride is additiva to tfw aadativa affacfa d csntfal newous system depressants therefore,
agata such as almhof, narcotic ana~aics, sadafivea, hypnotics, and tranquilizers afsculd either ba eliminated or givan in reducad
dosage in the pmacance of pmmathazma hydrochokida. When given cmncomifantiy with pmmefhazina hydmchforide, the doaa of bar-
biturates should ba reduced by al faasf ona-half, and the dose of anafgadc dapraaaanfa, each as morphma w meparidme, should ba
reduced by onequafter to ens-half.

Pmmethazine may Iowar asizura Ihreshofd. This should be fakan mto conaidarafion when administering to persona with known Selzura ‘-

. . . . .. . .. . . .
7

dworders or wlwn gwing in combination with namofhs or local aneafkfica which may afao affect seizure threshofd.
-- ,

SecWva druas or CNS dewee.sants shaufd ba avoided in Dafiersta with a h&orv of alaep apnea.

Antihiataminae should ba uaad with cautii in patianta with narrow angk gfaucxxna, atefmaing peptic ufcar, pylomduodenal obatrucdon,
and urinary bfaddar cbafrucfion dua to sympmtiic -IC hypertmphy and narrowing cd the bladder neck.

Admmiatratlon of pmmethazine has been associated with raporfed choleatatic jaundice.

PRECAUTIONS: GENERAL — Pmmathazine should ba uaad cautloualy in paraons with cardknaacular da or with impairment
of War funtilon.

INFORMATION FOR PATfENTS: Prmnafhszme may cause marked drmvainaaa or may impair tha marital andlor physical abilitiia ra-
quired for the parfonnanca of pofetilally ha.?ardoua tasks, such as driving a vefsiifa or operating mschinary. Ambulatory Pafiinfs should
ba bid to avoid engaging in such acfk+fii until it is known that they do not baccana drowsy or dmzy fmm pmmafhazina therapy Chifdren
shoufd ba suparviaed to avoid potential harm in btsa riding or in other hazardous acfivitiis.

The cuncc.mitanf use of alcohol or other central ISSMSIS system depreaaamta, including narcotic analgesics, aadafiva, hypnoflcs, and
tranquifiirs, may hava an additive effect and should be avoided or thair dceaga raducad.

Patiints should be adviaad to rapal any involuntary muade movemenk or unusual asnsdiiity m sunlight.

ORUG INTERACTIONS: The aadativa action of promethazine Is. additiva to the dfacfa of tdher cantral narvoua system cfeprassanfa,
mcludin alcohol, namotlc analgesics, aadatwea, fsypnotus, Incychc atildapraaaanta, and tranquiluem therefore, theaa aganfa should

laba avol d or administered in reduced doaaoa to Datianfa racewma mmmethazine.-. -,
ORUG/LABORATORY TEST INTERKTIONS: Tha follwing laboratory teats may be dfecfad in pafianfa who are racaiving tfwapy with
prmnafhazina hydrochloride:

PM91WISCY ~?~ D@% pragnancy tack baaed cm immunofogmal reacfiis bafwean HCG and anti.HCG may mauff in l~nagafii
or falaa-poaitwa mfarpretatIOna.

Gluwaa Tofarance Taat An incraaaa m blood glucose haa been reported in patients receivhig pmmefhazina.

CARCINOGENESISP MUTAGENESIS, IMPAIRMENT OF FERTILITY Lon@enn animal atudii have not been performed m aaaaas the
carcinogenic pdanbal of pmmefhazine, nor are thare other animal or human data concerning tha cafcinoganicii, mutaganidtyl or im-
pairment of fertility with th~ drug. Pmmafhazma waa rmnmufagenic in tha Sdmofsslla fast syatam of Amsa

i



PREGNANCY
Te.toganb Effects - Pregnancy Cafacwy C TaramgenU afkcfe hew nof been denwnatrsfsd in raf-feedng afuifii at dueae of 6.25
mg an 12.5 mglkg of pmnwfhezins.These docas are from sppmximafafy 6 to 167 time the meximum mcommemdsd fetal deily dese
of pmmefhazins 6X a 50 kg subject. depending upon the Itilcafii for whwh the drug is preecrii. Spacifii etudes to fsef fhs action
of the drug on parturition, factdon, and desaIoPmerd of the ~imd mnafe ‘sw’S ~ ~, but a _ Wfim- ** in @ i~
dicefsd no effect en thece pemmefam. Affhough anlihiekminas, including pmn’mfhazina, hess teen found w produce fakf n’mrfsfky
in rcdenfq the phannacdegii -cd h-ma m ffw mdsnf do not psmllel fhoss in man. l%am cm ne adaqucfe end wckmfmlfed
studies of pmmOfheZ ma in ~ wOmW.

Promathszina shoufd be wad during pmgnmcy only if the fmfenfial bsnefit ju@~i the Potetirel rwk to ths fetus.

Nontsrstogenb Effacta Pnamafhszina tebn within fwv wsek$ of defiwa?y may inhibit @talaf aggmpefmn in the nawtmrn.

LABOR AND DELfVERY Pmmafhazina, in appmpriafs”doesga form, may be used afone or ae an adjunct to narcofii anaigesicc during
Is&w and delivery. (Sss “lndk?afkne and Usage” and ‘Xfoesgie and Adminiefmfkn”.)

Sse alsa “Nomerstogenic Effects”.

NURSING MCffMERS It is not known wfMwr pmmafh.azha ic eacmted in human mifk. Caution .shc+IIdbe sxerciaad when ~lne
is administered tos nursing wmen.

PELNATRIC USE This omducf sheukt d be uesd in children under 2 years ef age baceuss sefefy for such use hcs net been eetablkhec.

ADVERSE FfEACTfONS
Nervous System Sadsfiin, slespinees, occeeional blurred victim, dryness cd meufh, dmin.s.ss rsmly confusion, diccwiifsfii, eIId
extrspyramidal eympfonw such es ocukgyrb crisis, Iorfbllis, and mngue protrusion (usually in aseeciatien with pemnfaml injscfii
w excsesisa doesga).

Camlfovascular Incmsead or decmswd blood prsasure.

Demmfoiogic Rash, rarsly phofoeensitivity

Hemetofegk Rarsly Ieulmpemis,thmmbecytopenia sgrenubcyfoeis (one case).

Gastrolnsaaflnal Naueea and vomiting.

OVERDOSAGE Signs and ayrnpfoms of cwercbeagc wfih pmmsthszme range lrcsn mild depression of the central nervous system and
cardmsaacular system m profound hypofanaion, mspimtcq depression, and unconaciwenaes.

Stlmulafiin maybe evident, eapckfly in children and geriatric psfisntc Corw’uksmns mey rarely occur. A psmdcericsf rsection hsc been
reported in children rsceivmg tingle dcees of 75 mg m 125 mg orelly, characterized by hypamxcifaMfify and nigMmarS3.

Afmpins-fika aigne and symploma — dry mouth. fixed, dilsfed pupils, flushing, as wall 8.9 gs.stminftilnal sympt~s, ~Y OXur.

Tfeatmant. The treatment of osemfoeega with pmmefhazine is essentially symptomefii snd supporfiw. Onl in cas.se c4 exffem?s Oser-
~doasge or individual sanaitivity de vhal signs including reapifatiin, puke, bfwd Pfaceura, tempamfure, and KG * to be m~red.

Afmnfion sfmuld be giw.n to ths m+sfsbfishmanf of edequsda mapireto~ exchange fh~h pmvieicm of a patent ainssy and inetiiution
of aaaisted or controlled ventilation. 0k2epsm maybe U* to ccmtml consulsic.na. Acdd051cand alecfmfyte kaaae sfmukf bs ccwmcfe~
Note that any of the depresssnf effsck of pmmefhazine are not reversed by naloxme. Avoid anslapfii which mey ceuae CUIIvulSiOns.

Severe hypotemii usually responds 10 the sdmmisfrsfien of rmmpmephrine or pha@s@ifm. EPfNEPHRINE SHOULD NOT BE USED,
since ifs use in a patient with parfiel adrenergic blockade may further bwsr the bked pressure.

Llmned experience with diefysis indiites that it is rid helpful.

DOSAGE AND ADMINISTRATION
ALLERGY The a.,wsge oral dote is 25 mg taken before reWi~ hcasaver, 125 mg may be tekan before mcele and en rainng, if nacaaes
Children tolerate this product well. Siife 25 mg dcees at badflme w 6.25 m 12.5 mg fsksn three times daily will ueuaily suffka. Aft%
initiation of treatment in childraa of edulfs, dosage ahoufd be adjueted to the smalkaf amount sdaqusfe to ralii eyMpfOMS. The ad-
mmielrabon of pmmethazine hydrochloride m 25 mg doses will control minor transfusion medicmc of an alfargii nature.

MOTION SfCKNESS: The avamge sduff dose is 25 mg taken fwks daily. The initial dose shoufd be teken ona-helf to one hour before
anticipated travsl md bc rapasfad eight to fwaln hwre later if necee.smy. On aucceadng daw of tmval, if is recommended that 25
mg be gben on aris@ and sgain before the awening med. For children, pmmathszina Q SYTUP w m@ SUPWif*S 125 m9
to 25 mg, fwkc dsily, may be adminiefered.

NAuSEA AND vOMITING The avsrsge sffecbve dose of pmmethazine hydrochloride fof the aclii therapy ef nausea and Wmiting
in children and sdulte is 25 mg. 125 mg m 25 mg dosas may be repeated ae necessary af four to six hour imetV~a. f% naucea and
vomiting m childrsn, the doaa sheuld be adjusted to the age and wsight of the pefient and the awefffy of the cendWOn being treated.

For pmphykxb of nausea and wmifing, aa during surgefy and the poaf-opaefin period. ths asemge dose ia 25 mg, repeated at four
to six hew infetvak ss neceasmy.

SEDATION: Pmmafhczine hydrcchlorida mfieves appmhenaion end inducae a quief sfsep fmm wfkh tlw pctienl can be easily amuced.
Adminsfrafiin of 12.5 to 25 mg pmmefhazinc h@echbride by the oral route or by mclel suppository af becMme wifl provide sedation
m chNdmn. Adulfe usually rsquire 25 to 50 mg far nighttime, pmsurgical, or obefafrkal cadsfien.

PRE- AND POSTOPERATIVE USE Pmmethazine hydrochloride in 125 mg to 25 mg deeas for children and 50 mg doses for adults
the night bsfore surgery relievss apprehension and PMUucae a qutet sleep.

For preoperstiva msdkctin, chddmn require deeaa of 05 mg per peumf C4body smght in combination with an squat dose of meperidine
and the appmprmfe dose of an 8fmpin4ike drug. Usual adult dosage is 50 mg proemfhazine h@rochlorida with an equal amount of
mepddine and the required amount d a belladonna alkeloid.

Poetopemfiva sedation and adjunc+ii uee with analgesics msy bs obtained by ths sdminiatretkn of 12.5 m 25 mg in chWen end 25
to 50 mg in adults.

Promethszine hydrochloride suppoeiforias are not mcommanded for children under 2 yeare d SW.

HOW SfJPPLIEm Avcibbk in fhs kftiln strength and psckage sizes:
Pmmefhazirw H@mcMmMs “%~U P50mg, whksbulkfshs@suPPc6if0rissti insi%rkil, 12inabm - NOCm30132.12
and bexec of 25- NDC 0712-0132-25,

Caution: Federal law pmhibife dmpenaing without prescription.

STORAGE: Store in a cold pfsca 2°- WC (36° - 46%).
Dmpense in wall-dosed container.

Manufactured w
G&W L@mmtdas, Inc., 111 Coefidga Street, South Plamfiild, N.J. 07’O&J

S-1320GW11
Rev. 1/s1
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ANDA 87-165/S-003

G & W Laboratories, Inc.
Attention: Carol Frankel
111 Coolidge Street NOV 8 IW
South Plainfield, New Jersey 07080

Dear Madam:

Reference is made to your supplemental new drug application
dated October 25, 1991, submitted pursuant to Section 314.70
of the Regulations, regarding your abbreviated new drug
application for Promethazine Hydrochloride Suppositories USP
50 mg.

The supplemental application provides for
insert labeling to include changes in the
REACTIONS, DOSAGE AND ADMINISTRATION, and
sections.

revised package
WARNINGS, ADVERSQ.
HOW SUPPLIED

We have completed the review of this supplemental application
and it is approved. Our letter of August 14, 1987, detailed
the conditions relating to the approval of this abbreviated
application.

The material submitted is being retained in our files..

S“ cerel yours,

w

4 w~w [1

Roger L. illiams, M.D. )1-%? 1.
Director
Office of Generic Drugs
Center for Drug Evaluation and Research

cc;
HFD-638
HFD-600
HFC-130/JAllen-+X ‘~jh[tl
JPhillips/TPou

?//

hab 11/5/91 ~
87165L.S i -f
approval ‘ ‘~7,+/

HFD-82
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Ottober

111 Coolidge Street, South Plainfield, New Jersey 07080

\
25, 1991

908-753-2000

- “’(

Dr. Roger Williams, Director
Food and Drug Administration
Center for Drug Evaluation and Resear#f~?. -“
Office of Generic Drugs

.— ..,...@.*. -

Metro Park North II ““~’a”~““’-tin ‘“$2 “ ‘i:”’:”-++”-.—.4:.---.-..~-
7500 Standish Place

-.4.’ ~.

Rockville, MD 20855

Reference: ANDA 87-165
Promethazine HC1 Suppositories
50 mg.

Dear Dr. Williams:

Reference is made to our supplement dated February 20, 1991 to the
,.’ above referenced ANDA. As’stated in point 11 of that submission

enclosed herewith are twelve (12) copies of the printed insert which
/

includes the corrections requested in your letter of December 3, 1990.

Thank you for including this information in file of reference.

pectful yo urs,

L
u (d!

Carol Frankel
Consultant in Regulatory Affairs
333 East 57th Street
New York, NY 10022
(212) 755-2339

.
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ANDA 87-165/S-004

G & W Laboratories, Inc.
Attn: Carol Frankel (Consultant)
333 East 57th Street
New York, N.Y. 10022

~~c - I IOJ
Dear Madam:

This is in reference to your supplemental new drug application
dated August 5, 1993, submitted pursuant to 21 CFR 314.70
regarding your abbreviated new drug application for Promethazine
Hydrochloride Suppositories USP, 50 mg.

Reference is also made to your request for an expedited review on
September 29, 1993 and to your correspondence dated
October 11, 1993.

The supplemental application provides for an alternate supplier
of

We
it

We

Promethazine Hydrochloride USP new drug substance.

have completed the review of this supplemental application and
is approved.

remind you that you must comply with the recruirements for an
approved abbreviated new drug application desc~ibed in 21 CFR
314.80-81. Please note that your accelerated stability
conditions should be at 25-30°C. .

The material submitted is being retained in our files.

Sincerely yours,

$-.&. I.LJLJy Hldfl
ashmikant M. Patel, Ph.D.

Director
Division of Chemistry I
Office of Generic Drugs
Center for Drug Evaluation and Research

! I

I

I
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c Strv Manufacturina and Controls Review of PronlethazineHc~
~u~~o~itori fle

\

ANDA 87-165/S-004

~ NAME OF APP~IIcANT .
G & W Laboratories

.
G & W Laboratoriesr Inc.

Attn: Carol Frankel 111 Coolidge Street
333 East 57th Street South Plainfield,
New York, New York 10022 New Jersey 07080-3895

PURPOSE OF AMENDMENTISUPPLEMENT
An expedited review request was made due to an abrupt
discontinuation of their New Drug Substance supplier for
Promethazine HC1.

DATE(SI OF SUBMISSION(SI
Original Supplement: August 5, 1993
Expedited Review: September 29, 1993

PHARMACOLOGICAL CATEGORY TRADE NAME
Antihistamine Promethean

/
NONPROPRIETARYY NAME
Promethazine HCL

DOSAGE FORM POTENCY RX OR OTC
Suppositories 50 mg %

R~ SAN D CONCLUSION
Approval

Reviewer Date ComDleted
Elise Murphy November 22, 1993

cc: ANDA 87-165
Division File
FIELD COPY

Endorsements:

HFD-633/E. Murphy/11-22-93~
HFD-633/D. Gill/ABC/11-22-93

~W, $~=

X:\WPFILE\BRANCHl\MURPHY\87165S04.b “ “
F/T by dvw/11-29-93i
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LABORATORIES,INC.

~
111 Coolidge Street, South Plainfield, New Jersey 07080-3895 90&753-2000 FAX 908-753-92&I

October 11, 1993

Dr. Jim Wilson, Branch I
Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration
7500 Standish Place
Rockville, MD 20855

-- -’

Reference: ANDA 87-165 Supplement 4
Promethazine HC1 Suppositories, 50mg. _

Dear Dr. Wilson:

R:e’ference is made to our request for expedited review of
of the above cited supplement and recent telephone
conversations concerning proof of the active raw material
supply problem. Therefore attached hereto is a letter from
G & W Labs, Inc. to me explaining the supply problems they
have had and their referenced letter from
the U.S. supplier.

Thank you fo
P

youk kind cooperation with respect to this
matter. \

c(“/Res ectfu ly ~ >s,

Y

“ \

]

L
i “-

)&
k

.

f
/,/@f\.\J/&JJ /’ ~ ‘<

r ranlecll L

Consultant in Regulatory Affairs
333 East 57 Street
New York, N.Y. 10022
(212) 755-2339



r LABORATORIES, INC. 111 Coolidga Street, &nJ~ F’lajfl@w, w &r*y (.17~0
‘i \

September 29, 1993

Mr. Douglas Sporn, Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research

808-753-2000

SC

Food and Drug Administration -
7500 Standish Place
Rockville, MD 20855

Reference: ANDA 87-165 Supplement 4
Promethazine HC1 Suppositories, 50mg.

EXPEDITED REVIEW REQUESTED ,

Dear Mr. Sporn:

This is an amendment to our submission to the above cited
application dated August ~, 1993 assigned as Supplement 4

/ by the agency. That submission explained that the current
supplier of the active ingredient no longer supplies this
drug and therefore we have made a supplementary submission
to provide for a new supplier.

We have no active ingredient except that from the new
supplier and we need to manufacture a batch of product in
order to avoid supply interruption. We therefore are
requesting expedited review of this submission.

Thank you for your kind cooperation with respect to this
matter.

Carol Frank&l
Consultant in Regulatory Affairs
333 East 57 Street
New York, N.Y. 10022
(212) 755-2339

~RECEIVED

I

1



ORIGINAL

J BORATORIES,INC.
“f

111Coolidge Street, South Plainfield, New Jersey 07080-3895 908-753-2000 FAX 908-753-9264

\

August 5, 1993

Roger Williams, M.D., Director
Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration
7500 Standish Place ad 1$1.:.._ .[:LS,H?.Scm u
Rockville, MD 20855

>{+’”:’:;% &-PiDASUPPL FOR

Reference: ANDA 87-165 ,!/

Promethazine HC1 Suppositories, 50mg.

Dear Dr. Williams:

Enclosed herewith is a supplement to provide for an
additional supplier of active bulk promethazine HC1:

We have included a letter from the supplier authorizing
reference to their for this drug. Certificates of
analysis from both the supplier and G&W Laboratories, Inc.
are included herewith.

A batch of suppositories has been made with this material
and the supporting documents are also included as well as 3
months of accelerated stability data.

The supplier currently approved in our application no longer
supplies this drug and we are therefore in a position of
not being able to continue to manufacture this product until
this new supplier is approved.

Thank you for your kind cooperation and prompt attention to
this matter.

Consultant in Regulatory ’Affairs
333 East 57 Street
New York, N.Y. 10022

(212) 755-2339

[
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ANDA 87-165/S-005, S-006

G & W Laboratories, Inc.
Attention: Carol Frankel
333 East 57 St.
New York, NY 10022 $“’ 14 ‘

Dear Madam:

This is in reference to your supplemental new drug applications
dated April 2, 1996, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Promethazine
HC1 Suppositories USP, 50 mg.

Reference is also made to your amendment dated February 7,
1996.,.:.

The supplemental applications provide for:

S-005: A new supplier of aluminum foil

S-006: New filling/molding equipment from

We have completed the review of these supplemental applications,
and they are approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in
21 CFR 314.80-81.

The material submitted is being retained in our files.

Yours sincerely,

Rashmikant M. Patel, Ph.D.
Director
Division of Chemistry I
~ffice of Generic Drugs
Center for Drug Evaluation and Research

I

I



m 111 Coc’id~e Street, South ?Ia!nfield, NSW Jersey 070fj0.3S~s
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Generai Office: (908j 753-2000 ● f-tiA: (908) 7.3-9264

BORATORIES, INC.
\

March 20, 1997 @@@’@ ,fi
%<

Mr. Douglas Sporn, Director
3P. ~~

Office of Generic Drugs <@~

Center for Drug Evaluation and Research
,...

Food and Drug Administration
7500 Standish Place
Rockville, MD 20855

Reference:ANDA: 87-165S-005,S-006
PromethazineHC1 Suppositories,USP,50mg.

Dear Mr. Spore:

-,
Reference is made to your letter of approval dated March 14, 1997 which was just received.
Please note that a letter dated March 7, 1997 was sent by G & W Laboratories, Inc. withdrawing
these supplements because it determined some of these new manufacturing methods need to be
optimized and therefore changed. Under the circumstances we suggest that this approval letter

)
be withdrawn since the company will not be manufacturing the product under the process
submitted.

We apologize for the inconvenience to the agency and we thank you for your kind cooperation
with respect to th~ matter.

Consultant in Regulatory Affairs
333 East 57 Street
New York, NY 10022
phone (212) 755-2339
fax (2 12) 754-0704

.
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General Otfice: (908) 753-20W ● Fax: (9Wj 753-9264

(. .BORATORIES, INC.
\

*
!.

March 7.1997

Mr. Douglas Sporn, Director
Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration
7500 Standish Place
Rockville. MD 20855

Reference: ANDA :87-165 S-005, S-006
Promethazine HC1 Suppositories USP, 50 mg.

Dear Mr. Sporn:

Reference is made to ANDA 87-165 S-005, S-006 for Promethazine HC1 Suppositories USP, 50/
mg. dated April 2, 1996 providing for new suppliers of aluminum foil and new filling/molding
equipment fiorr _ G & W Laboratories, Inc. recently reviewed this new manufacturing
method and determined some procedures need to be optimized and therefore changed. The new
procedures when completed development will be submitted for approval along with the revised
supplements S-005 and S-006.

G & W Laboratories, Inc. at this time wishes to withdraw these supplements without prejudice.
Thank you fo~your kind cooperation with respect to this matter.

&Consultant in gulatory Affairs

333 East 57 Street
New York, NY 10022
phone (212) 755-2339
fax (212) 754-0704

.

.

GENERIC DRUGS
OUR

77l%Quality, Vaiye, hznovation, Consistent since 19z9
J’~~.



/’!
..

4
..: 4-

,.
:-, .,

c.....-

/

●
‘,

mm 87- ‘ 65/s-005, S-006 Review # 2

ZiilJX: -:
G & W Laboratories, Inc. CaroA Frankel
111 Coolidge St. 333 East 57 St.
South Plai.nfield, NJ 07080-3895 New York, NY 10022

Osl? OF ~/SU~
S-005: A new supplier of aluminum foil

S-006: New filling/molding equipment from

PATE (s I OF SUBmSSIONtSl
April 2, 1996 Original submission
October 16, 1996 NA letter
February 7, 1997 Amendment ***THIS

COJ,OGICAL CATF+GORY
Antihistaminic N/A

NONpROpR1~TARY NAME
Promethazine HC1 Suppositories, USP

DOSA~~ FOIUf POTENCY

/’”- Suppositories 50 mg

UEELLNG N/A

KS n CONWSION
Recommend: APPROVAL .

Reviewer: J. L. Smith

REVIEW***

OR OTC
Rx

~ N/A

~ N/A

.

Date Completed: February 14, 1997

ANDA 87-165
,

cc :
Division File
Field Copy
HFD-600/Reading File

Endorsements:

>
Y:\NEW\FIRMSiiM\G&W\LTRSkiiEV\871’65AP2 .S06
F/T by:
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r UBORATORIES. INC. 111 Coolidge Street, South Plainfield, New Jersey 07080 908-753-2000 FAX 908-7S3-9284

\

Rashmikant M. Patel, Ph.D., Director
Division of Chemistry I
Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration
7500 Standish Place
Rockville, MD 20855

Reference: ANDA 87-165/S-005, S-006
Promethazine HC1 Suppositories USP, 50 mg.

Dear Dr. Patel:

Reference is made to your letter dated October 18, 1996 concerning supple-
ments to ANDA 87-165 providing for additional filling/molding equipment and
additional suppliers of foil. The following are our responses to the chemistry
deficiencies raised:

ltl. Please provide a short, concise description of the packaging
materials that will be obtained from the new suppliers (e.g., size,
shape, material(s) of construction, dimensions, etc.).”

G&W Laboratories has decided that this supplement will toter only
the therefore the foil description is:

?1 2. The films are described as being What effect doe-s
this variation have on the size and shape of the finished drug product?”

The various sizes refer to which has no effect
on the composition of the foil or the size and shape
of the finished prodqct. As noted above G&W Laboratories
has decided to limit ’this supplement to the

1-:l..;$d~Q I[[ZD .‘)!1,

“3. The Incoming Inspection Report for the ,-‘\makes no \-----
provision for checking the quality of the printing.’~:E~ j ~ 1997

‘$
,. .J

Please note this supplement only covers the
~,\;T:.,?hich is

supplied unprinted. \\; ‘printing is done on lif+i~+~;~fi~:~es, ~ ~,

Inc. . .
)\ r-



-2- \

“4. Please explain the reference to ‘and on the
Incoming Inspection Report for the dnd why there is no
corresponding reference for the

The core is the central device around which the foil is wound.
Attached is a revised specification sheet which includes the
core details.

115. Can ink from the printed side of the film leave a residue on the
side that contacts the drug product? Please describe any restrictions
on or specification for the printing ink.

It is unlikely that the ink would leave a residue on the
product which touches the not the -
outside foil which is printed. Attached is a MSDS for the ink

which gives some information about
this ink.

“6. was reviewed and was
found to be inadequate. The DMF holder is being informed of the
inadequacies. These supplemental applications will not be approved
until all the inadequacies have been satisfactorily addressed.

At this time we wish to withdraw reference to
as a supplier. Therefore this supplement will only include foil
supplied by

We trust these supplements are now complete. Should you have any questions
or need clarifi~tions, please feel free to contact me. .

Consultant in Regulatory
333 East 57 Street
New York, New York 10022
Phone: (212) 755-2339
Fax: (212) 754-0704

Affairs

[

‘1
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r’ ANDA 87-16!5/S-005, S-006

G & W Laboratories, Inc.
Attention: Carol Frankel
333 East 57 St.
New York, NY 10022

Dear Madam:

This is in reference to your supplemental new drug applications
dated April 2, 1996, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Promethazine
HC1 Suppositories USP, 50 mg.

The supplemental applications provide for:

S-005 : Two new suppliers of aluminum foil.

/ S-006: New filling/molding equipment from

The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

A. Chemistry Deficiencies

1.

2.

3.

4.

5.

I

Please provide a short, concise description of the
packaging materials that will be obtained from the
new suppliers (e.g., size, shape, material~s) of
Construction, dimensions, etc.).

The films are described as being
What affect does this variation have on

the size and shape of the finished drug product?

The Incominq Inspection Report for the
makes no provision for checking the

quality of the printing.

Please explain the reference to ‘ and
an the Incoming Inspection Report for

the and why there i.s no corresponding
reference for the

Can ink from the printed side of the film leave a
residue on the side that contacts the drug
product? Please describe any restrictions on or
specification for the printing ink.



r. 6. was
reviewed and was found to be inadequate. The DMF
holder is being informed=of the inadequacies.
These supplemental applications will not be
approved until all the inadequacies have been
satisfactorily addressed.

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. The responses to this letter
will be considered as MINOR amendments and should be so
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving these
supplemental applications, you may request an opportunity for a
hearing.

Yours sincerely,

L=c RashmikantM“ Patelr ph”D”
Director
Division of Chemistry I
Office of Generic Drugs
Center for Drug Evaluation and Research

cc: ANDA 87-165
Division File
Field Copy
HFD-600/Reading File

.

Endorsements:

&[@’
HFD-623/J.Smith/9-25-96 ~~$~% 91471?
HFD-623/V.Sayeed,

ti

Ph.D./9-25-96 ~i
~J-q\37)@=

HFD-617/J.Wilson/CSO/9-26-96 75
x:\NEw\FIRMsAM\G&w\LTRs&REv\8 65NA1.S06
F/T by: be/9-26-96

NOT APPROVABLE: MIN9R
u



ANDA 87-165/S-005, S-006r

\ NAME AND ADDRESS OF APPLICANT \

Firm: Acrent:

G & W Laboratories, Inc. Carol Frankel
111 Coolidge St. 333 East 57 St.
South Plainfield, NJ 07080-3895 New York, NY 10022

PURPOSE OF AMENDMENT/SUPPLEMENT

S-005: Two new suppliers of aluminum foil

S-006: New filling/molding equipment from

DATE(S) OF SUBMISSION(S)

April 2, 1996

PHARMACOLOGICAL CATEGORY

/ Antihistaminic

DOSAGE FORM POTENCY

Suppositories 50 mg

REMARKS AND CONCLUSION

Recommend: NOT APPROVABLE.

Reviewer: J. L. Smith

cc : ANDA 87-165
Division File
Field Copy
HFD-600/Reading File ,“

Review # 1

TRADE NAME NONPROPRIETARY NAME

N/A Promethazine HC1
Suppositories, USP

RX OR OTC

Rx

Minor amendment.
.

Date Completed: September 25, 1996

Endorsements :

x,( ~;f::J+ .\fil~6
HFD-623/J.Smith/ 5L~-”X
HFD-623/V.Sayeed/
X:\NEW\FIRMSAM\G&W\LTRSi~V\87165NAl .S06
F/T by:



LABORATORIES,INC. 111CoolidgeStreet, South Plainfield, New JefseY 07080-3895 ~9fJE-753-2000cG n.Fax906-753-9264“SalesFax90&753-5174
b

‘~;~~l% ,1996
Dr. Charles Ganl.ey,Acting Director

-....”r:;;

Office of Generic Drugs
Center for Drug Evaluation and Research APR 04 lgg~
Food and Drug Administration
7500 Standish placet{!?~NO. ~F~,j.;U<1 ‘L ~~~~kfi~~ ~~;{j$~<.
Rockville, MD 20855

-— ... ...,.-
fi;;.’;Si.i;;:1,{; >.+

>

-- .. ...
**—a..:..

RE: ANDA 87-165
---—— .

~.
PROMETHAZINE HYDROCHLORIDE SUPPOSITORIES, 50 mg

Dear Dr. Ganley:

We are submitting herewith in duplicate a supplement to include the
addition of new state of the art.filling/molding equipment and two
additional aluminum foil s~ppliers. In support of these
improvements, we are including a side by side comparison of the
existing methods to the proposed new ones as well as support
manufacturing, component and stability data.

The current equipment was supplied by and the new ones are
from Since G & W Laboratories, Inc. has two
machines, a batch was filled and molded in each of the
machines, designated as I and II, to demonstrate the equivalence to
the current process on file. Since we also want to qualify two
additional suppliers of aluminum foil, we used cme of these for
product processed in each machine. These were then placed on
stability study.

The enclosed data includes a copy of the current master formula
record for the and executed batch r=cord ‘for the
lot processed on the For ease of review we have
included a side by side comparison of the process. Stability data
for each batch as well as the specifications and DMF reference
lettsrs for the two additional aluminum foil suppliers are
included.

This data demonstrates the equivalence to the current process and
packaging components oi~file in this application. If you have any
questions or need any additional informat~on, plea~e feel free to

Consultant in’ Regulatory Affairs
333 East 57 Street ORAT~e

New Yorkr N. Y., 10022
~ps

d
phone (212) ‘155-2339
fax (212) 754-0704 :
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